The face is highly exposed to ultraviolet rays and is thus a predominant site of skin cancer malignancy. Among malignant skin cancers, BCC is the most frequently diagnosed skin tumor diagnosed by dermatologists, and previous reports revealed that BCC of the face tends to distribute along the congenital clefts of the fetus, suggesting the involvement of embryologic elements.
| INTRODUC TI ON
The face is highly exposed to ultraviolet rays and is thus a predominant site of skin cancer malignancy. Among malignant skin cancers, BCC is the most frequently diagnosed skin tumor diagnosed by dermatologists, and previous reports revealed that BCC of the face tends to distribute along the congenital clefts of the fetus, suggesting the involvement of embryologic elements. [1] The hedgehog signalling pathway is involved in the generation of BCC and affects the formation of the face during the embryonic period, [2] so BCC often occurs in congenital clefts. In this report, we modified the facial aesthetic units proposed by Gonzalez-Ulloa in 1956 [3] and analyzed the areas of the face most commonly affected by BCC and the tumor characteristics.
| ME THODS
Two hundred patients of Japanese origin diagnosed with BCC at Nagoya City University Hospital from April 2004 to October 2015
were recruited for this study. There were 100 males and females each, and the average age of the patients was 71.5 ± 12.5 years (SD)
at the time of diagnosis. They were classified based on our modified facial aesthetic units ( Figure 1A ) and the characteristics were analyzed. Fisher's exact test and logistic regression analysis were used to evaluate bilateral differences and factors related to tumor diameter.
Statistical analyses were performed using the BellCurve for Excel (Social Survey Research Information Co., Ltd., Tokyo, Japan).
| RE SULTS
The distribution of BCC is shown in Figure 1B . Cheek (28.0%) and nasal (26.5%) areas were the most common sites of BCC, followed by orbital (17.5%), frontal (15.0%), and upper labial (7.5%) and lower labial (1.5%) areas. None of the patients had tumors in the lower jaw. Evaluation by Fisher's exact test showed no significant bilateral differences ( Figure 2 ). There was no sex difference in the number of patients affected. Patient age ranged from 30 to 95 years old, with a mean age of 71.5 years at the time of diagnosis. Based on logistic regression analysis (Table 1) , age was determined to be a factor affecting tumor diameter (sex, site and age were explanatory variables, and tumor diameter was an objective variable). All patients were mongolian races.
| D ISCUSS I ON
In this study, the frequency of BCC occurring on the face was examined and the predominant sites were the cheek, followed by the nasal and orbital areas. In a study of 76 cases in Korea classified by facial aesthetic units, the nasal area was affected most frequently, and the cheek and orbital areas were affected at almost the same frequency. [4] Although the order differs from the findings of the present study, these findings together suggest that the nasal, cheek and orbital areas are preferentially affected by BCC. In the present study, there was no significant difference in the side affected. In Turkish truck drivers, senile lentigines, actinic keratosis to October 2015 and examined regional features based on modified facial aesthetic units. BCC occurred more frequently on the cheek, nasal and orbital areas. There was no significant difference between sides, and age was the only factor affecting tumor size.
K E Y W O R D S
basal cell carcinoma, congenital cleft, facial aesthetic unit and seborrhoeic keratosis more frequently occur on the left side (window side) than on the right side, but there is no side difference with respect to BCC. [5] Although the association between BCC and ultraviolet rays is well established, exposure to ultraviolet rays after adulthood does not significantly increase the risk of developing BCC but exposure during early childhood is one of the factor for future carcinogenesis. [6] Carcinogenesis related to ultraviolet exposure during growth could explain why we detected no difference in the side affected by BCC. Another risk factor for onset of BCC is malfunction of hedgehog signalling pathways that affect foetal facial formation and tumor growth. [7] In a report examining the relationship between BCC on the face and facial congenital clefts, 88.6% of tumors were located on the clefts [1] and suggested that hedgehog signalling pathways are deeply involved in both the place where basal cell carcinoma occurs and its carcinogenesis.
Many factors are involved in the development and exacerbation of BCC, and therefore further investigation is needed. Figure 1 TA B L E 1 Logistic regression analysis (size of tumor was the objective variable) Sex, distribution and age were explanatory variables In BCC, the only factor affecting tumor size was age.
F I G U R E 2 Bilateral differences in BCC. The number of BCC was not significantly different between the left and right side (Fisher's exact test)
In our study, age was the only factor that affected the BCC tumor size. Recently, an antagonist of Smoothened, an essential part of the hedgehog signalling pathway, was developed and demonstrated to be effective against locally advanced BCC or metastatic BCC. [8] The face is a common site of BCC in older adults, and therefore dermatologists should carefully inspect the face of elderly patients, paying particular attention to the cheek, nose and orbit.
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